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(54) mmnzm hgf wtuaum 



(57) BSKj] 

FmmmmL &v$s&im. wt-thwu m 
mm/wtmismmzmubt-H g f assist 



1 

i ) H G F tft&t&tSft!;. 

FasgRflBac, 

[ff#l.I3] ^f^tf^'J^. v;,i^' 

2 lift© HGF ft*a&jlBft!L 
[11*54] «HKPJ?:^1-SIS*iKl*^3 0^r 

^;:iE*©H g Fas££jiSffli e 

©HGFaoB««a»!i, 

[0001] 

[0 0 0 2] 

MBfeOKtiS] HGFtilff^«tBI!Sffl»WBfSftS:^t4 

fcS*lTi3»J, Z(D£Wt, HGF, TCF, SCF* 

«^^i£ttS5a??£HGFh»r$, HG 
F lift fcSBIfftfi fe^t^SfStt*^ KT? & 'J , ■?■ 
©M^SC-^Tli, ffilitfURE^ Vol.10, No.3 
(IffU) 330-339 (1992)Hf2«tStlT^^. HGFli^ 

* r£s«fj, smmwmi sm 

$g, EP 492614-§£:$g. 4#BS¥6-2501 0^$6. WO 93/88 
2^$6, <8IJIPP6-172207*&«. 4$UB¥7-89B69*& 

#^¥6-40934^-iiS. WO 94/2165^S, ^fSf¥6-4 
0935^£3g, 4#W* z 6-56692#&?g. «fBPP7-41429#& 
% WO 93/3061***, 4$ffi¥5-213721^4*««ff)i:LT 

[0 0 0 3] HGFOS^pjilo^TIS:. KG 90/10651^ 
«&tWfW3»6-247872^ii«{:Ei£A**e« ±IEW0 90/ 
10651ii*i. HG F Lk\JteL'Z7 5. /S5Sitf^ 
Lfc'rU-i> = >^^7'©HGF ( d LeHGF) Co 



2 

ST'it, 7;'u^'S>, t^lfeif. -tf^x v/^^- 
>; > k - ;^**H G F ZZiTZ'tT 

KGF£*^£T'2c£f!:a-eS. 
#BPP6-247872^£i«iiift££7 5 >/ IWf i: K G F (T 

cf; tS#$**ii:;:J: l J. KGFfcSiftSt:^ 

[0 0 04] t3 5T-. ?>.'^HliHEiC3(sea^H 

s^T-f^ts^gcST'ii^^ ( raajt «» i*. 3 

10 7(9), 1517 (1992)), Tteg^ilfctt© * > .'^ 

fco ( rgag flftflNRj 37(9) , 1517 (1992)), - 
HGFi7)J^S$t^S^iJi:o^Tl±^c»t<»e>^T 

20 [0 0 0 5] 

fcfcWJT'lifcu. HGFfeiijttJ5i»W 
TV vf- e *«^ll±IEOTS6*roSBi«:^t5 

[0 0 0 6] 

?Zt-MZtji2nt-h(0T'2bV. ZtDWgli. (1.) H 

GF^ssaim (2) ^wjfe^fft* u ) ie 

l&CDHG Fff^XCffik ( 3 ) g^taitf ^* U '> X 

>BS»T'$)S (2) IE«0HGF&3i£gabi8m (4) 
i»Kffl«:^-t5 (1) (3) ffl^-fft*»HE«© 
HGF«*S$aiS^iJ, (5) £«jW^x>®£T*£>£ 
40 (4 ) !2«©KGFaoe«fl38!l &'J (6) 3c^t 

HGF«e«fiaiSRIlClHtS t 

[0 0 0 7] 

mmom&vMW] *$m\z&% h g f t lt 

i, HGF^ilfJi^aiLTlt- ^a^/jSA^b^T 

maoism. m& stm m k. m m^wM 

5C «. ifc/jMR. ajfc^tOJlilSffiffifi^jfcSt jfc^i^A-o 




3 

»S. «KlTfc£Zil#T'£4(FrBS Letters, 224, 
812, 1987 , Proc. Sail. Acad. Sc: . USA, 86, 5844, ! 
983& il'#8£ c _ 
[0 0 0 6] HGF£ji*1^f&fl3S*lfflS*fc 

-f-X^W#ffit: i U KG F $:=!- K"f Sitfi^&arafc 

HGFfcftSZfctfT't* (ffil^t*. Nature, 342 , 44 
0. 1989. WO 92/01053^$g, ^^5-lI1383^«. Bi 
ochen:. Biophys. Res. Damnum., 163 , 967, 1989& i:# 

tern *& *m **xii»«*Bffi'&^ 

[0 0 0 9] .fcUAttWlCMu HGFfe£{M§li#e>iS 
ffi^f •Soffit LTti. ffiftli. 5>v MliatSftJaR 

T*^U S-t7TD-A, /\A"'J>-fe77n-;*.& 
tWW7/»^DThy77^-, HPLC*W>«* 

-?ilffl*ffi«:BV\ thHGFW75>'SS£W«:3-K-r 
7:W\°£n-v7^;i^DNA&i:'©-'<£ 

li =.-XaA**-0MI (CHO) MR 77 

7.C 1 2 7jfflfl£, M/COSlffl8S&id*£J&MHi&U * 
»«iLh?f J: 'J f9S ' id t?£ S. 

[0 0 10] t< LT^btlfcHGFIi. fff«S(7)lf?i 

111 X\tl^±(DTiJmiM^LX\^), &£V^i 
[0011] r H GFSttg$^^Jj idli. HGF^ 
&vn^ c r^SfCfflj tLTIi. T'y-ym 
3S. y>l/fcdh-;u ^y-Y-^maMT^-^iS- 
Tj^LfeHGF!!Hg(S!8fflli. $*>{CHGF<Bffi# 

yy. 77-;, y;i/fK-;u v>-h-;k -r** 

h5>«Kfc$rtW*>*iS e ffila-tf. yJS/>. 75- 
^ , V ^ id' h - ;l ZIS V ^ - h - JvC/MOt thXtrt 
_-V»C0it. HGFCfifiiZ^rLT. 0. Cl-i 00|S 

iW#(ftn, L .^©li. 0. i-ioffi 

[0012] w LTli, fifSAli U >S v 7 




4 



S^SS^.t)^^,t. p H 5-1^ L H G F (0%<m S:«o 

h g f (7,i^ p :-: «t -a t h g f ©jgsgiiSM d L, - 

pH7f:i£T*(iO. 1-5. Orr. g./rr. 1 £^ 
tt\ p H 5 fft£T -ii 2 0mg/n.l ;Xh©?g$S £5^ 
-TtSb, p H 5: 5 . 0 - 6 . 0 lZt£>C0tf&£ L»', S 
Wfrit I T#r£ Lv >i>Oli, -7 - >gfA 77- *W 
btu t?. :*? * L < li 7 x >gr s y 7 A y 7 7 - 
*!fe>no c ^©7n>K.n-.v77-lt, g&$l&©7K 
10 #»4nWHGFtf>3^ti:t*41-4 c ifc»J©&» 

U 1-10 0 mV.i:^-6«gHAW l ino c 
[0013] r#ffir§tt&'j id L-Tli. WMiX 'J v 
A;-h2 0, y^^- h 8 0, 7";lci-77F-6 

Uy;L'^-h8 0S:*lf4Ii:^T'S4. H G F (i#t§ 

20 GF©g»'\©iB»£te±*Siid* ? Tg'&. 

SMtCMU 0. 00 1-2. 0 %tZ)m*(D|gHAW 
[0014] rtg-ft-J- s ij 7 Aj liHG FCDi§»?tt&« 

IfiLh L, #1:3 0 0 mMJa±T*l±* L < j§M47i' ; r6]±t 
-5 (WHJJp6-247872-^t) < 8Mt*- h 'J 7A©^0* 

mmmm(Dsmj±i:tt LTfF^sn^sMrt 1 - 2 

l <. #!i^ii^Pft07K*(:^L 15 0-30 
0 mM AW* LK 

[0 0 15] HGF2«|^^FJIi, HGF^^tta 

Zl5&j>1gifbtiZ> (Priam. Tech. Japan, 8^. 75-8 
7 (1992)). HGFii, &ttKSt& aBseflK. &^ 

50 m&te&zfczxmgsM&tzzttfZ'gz, mmm 




semi, &mi-&si%imfr*ziuz.. n%mi-z& 

[0 C 1 6] 

IffiiOtoSk] *«^OHGFaDB8BWaffl!i. HGF 

[0 0 17] 

9 0/ 1 0 6 5 l£3Si:fSttf)d LeHGF <z>7iJ 
SX^MHGF, giJ^TCFH) tm^fz c * 




*3Ml 

3 0 0 hlM^Lt k v -y A, 0 . 0 1 V >^<- 'r- 

8 0&#€tS: Om.V^r.>BEBHBffl[ (pK5. 0) 

i:hgf 2 on.g/ir.: i:i-ei-5!:s©JE-. 

HGF*?giR£fc£, **««0pKS:H!6lk£. * 

satix. HGFaaasfiaw!ii»t, fcfc, 

1C [0 0 1 8] 





mis 






2*fc*5ftg 


, we rc) 


5 —40 


-40 


-40 —0 


0 


fr-20 


20 


SHE (hr) 


1 


10 


8 


24 


1 


24 




760 


760 


(1 


U 


(1 


<1 



[0 0 19] SQ6W2 

fSteflfllllfcUT. 10mM^l>iW (pH5. 
0) ©ftfoWZl OmM?l>SS« (pH6. 0) 
feSHT. HGF8We««!»iJ«:fffe. 

HGFaagj818^g)^ 

5SS£M 1 tCfcwt. 1 0 mMn>SS« ( p H 5. 
C) Oftto*Ji:i OmM'J^BEiBHKS (pH6. 0)fe 
ffi^T, HGFSRK9ai!K!IS:#fe. 

HGF^g^^f!|g)-f^ 

HJfiWUCjSV^T, 1 0mM^x>18«KR (pH5. 
0) ©ffcbWCl OmM'J^IHMBIK (pH7. 0) £ 
«v>T, HGFi»a8iWWfc»fc. 

[0 0 2 0] IQfeWo 
HGF^S$^yj(Z)-(^ 

3 0 0 mMt&<fb>- h U 9 A, 0 . 0 1 %#V 7;ix<- h 
BOZtGtZl 0mM^i>i« (pH5) £H 
GFZOmg/mlt^ieiCiiLt, tt^T, 
, J-»^5 0mg/mli:to < t:9MU MBWHH 
GFfcUBKfcfcfc, *««IW©pHS:WBUfeft. SSI 

HGFaseeagKwof^« 

T, HGFa8S90iWBfcft£., 

[0 0 2 1 ] £S6fc'7 



HGFag&B&SfflOf£» 

3 0 0 mM&ftt- h 'J A< 0.01 U V h 
8 0*^1-4 1 OaM^l>«« <PH5) I1H 
GF2 Omg/m 1 i:^6«fce>tC^?Lf- c ifc^T, V 
;i/tf KWI/&2 0 Omg/ml (:&£cfco?£$U MS 
WICHGF$8»*fcttfe. #8««<Z)pH£i)SSILfe 
fit &BWi:'W7;wc?5£U l ©aBS«*<0 
J: »J HG FS&£&**S*#I£:#^ 

30 [0 0 2 2] 

3 0 0 mM^tl^ h 'J C. 0 1 V h 
8 0 5:^1-5 1 OmM^x>SBg«?S (pH6) CH 
GF 1 Omg/'nU Lf- t itf^T, 

^rT. 5 Omg/m 1H&5 <fc 5?§i?U p 

HGF»SB*a!BBBIfefcfc, 

40 HGFa8a@iKCTg>fE8g 

IQfeffl! 1 HS3v »T. 1 OmM*x>iBlWB« (pH5. 
0) Oftfc l Ji:i OnL\Ji/i>|«« (pH6. 0) 
feffllv *£HGF«g£ 1 Omg/ml tlT. HG 

[C C 2 3] gft£: 

h g f Qfcjfe^: :£!;r^agiiSiafl 
K£&3f9ei!li IfciTcHGF <7)*fefg«^l: 

m. 'smmtsmt * <d * z mm u&hgf z m 

50 ^THGFO&fctfS&fcittgLt (*fe'»J5££lii^ 



K"JmmiZ£ i *T H G F 0*1«^!i$c?£&1\ H G 
F ffit&SiSffl; i 1" 6 - i: ^tTT fe 5 - £ rtvj* 5 * 

Sr^L. «UI&*3*«:«K«, 1 x 1 0<Ae 1 1 
H-fu- KHJSlLfe. 5%ifcS#*-f >*ri/<-*T'* 



ft:w&5:*tei* (r. = 3; , *e>;:. t'htmt' 

TsS >^ $ T J V7 * S y 5- =l<- > s ^ 2 4B#£ 

jffl85$:-tr^A-^x5r-T'taiSL. fflK^lSvii*^ 
l 3 h: fcfcMeife. itS^^&^T^^Si:^ 

[0 0 2 5] 

:*2] 











0. 


B 9 




0. 


94 



[0 0 2 6] S&R092 *i;£^T, V^Ttlffl^^S^fljtft^^LT^T' 

Sa^JTf^L-taSgttjilfflfOS:. -4 Or. 2 5-C, 20 fflliSS»Kfta*bfe^. saswo. 6&m©$« 

i 'J WR L fe. o [0 0 2 7] 

fe. -tW*£Sfc*3l-arr, -4 0taaf2 5t®fiS#3K [S3] 





us 




-4or 2 6t; 


5 or 


*JtMl 
gft*6 


mm mm 
mm mm 
mm mm 
mm mm 


mm 
mm 
mm 



[0 0 2 8] tttfeft|3 



4 0-C, 2 5*C, 4 Or. 5 0-CCT 1 >r^raXli2>r 
H G F^t(DStm& Ltz c m&l3&\-tMTlZm+#n, 



40 



[0 0 2 9] 



T0S0K TSK G-3000SK XL (<? 0.78 X 30cm) 
0.5 ml/min 



OD 280 
25 TC 

lOmM Tris. 
20 ul 
13.0 Eir 
14.4 min 



150m« NaC:, 0.05% SDS. pfi 



2 4 



:o 



[0 0 3 0] 





-4 or 


2 sr 


4 or 


5 or 




1.07 % 


1.59 X 


2.76 X 


6. 17 36 


*Jt«5 


0.92 % 


1.39 % 


1.83 % 


4.09 % 


23IW6 


0.93 X 


1.54 * 


1.81 % 


2.90 X 


»M7 


0.90 X 


1.35 9fc 


2.57 * 


6.64 % 



[0 0 3 1] « * [X 5] 



2 «#©*fl&ft*ttW©»£<*M/H G F** 





-4 or 


2 sr 


4 or 


5 or 




0.92 x : 


1.44 X 


3.91 X 


12.23 X 




0.88 % , 


1.21 % 


2.49 X 


7.49 % 


**«6 


0.85 X ! 


1.10 *> 


1.96 % 


5. 76 X 



[0032] tmmi 

LTffot. St. JttSRIiiLT. f^h^SSte 



[0 0 3 3] 
[*6] 









5 or, i*£##ft 


*JtM9 


2. 4 6X 
1. 7 8X 


9. 4 5* 
14. 0 \% 



[0 0 3 4] 

4 OTC. 4 0"C, sot:, & 0"Q-\ZX \ T t 40 



SUlli, -?-tl-ftll.01±0.25, 0.91 + 0.18, 0.88+0.0 
5, 1.03±0.04T&-of_. 6 0"Cro&#T-!£, ■^ J f>£^ 

[0 0 3 5] 
1*7} 




*81pZ 9 - 2 5 2 4 1 



1 

; -4 or 

1 


4or ] sor 6or 


***!1 

***!5 
fdM!7 


0.96*0.13 
0.80*0. 14 
0.92*0. 14 
0.92±0.02 


0.92±0. 13 jo. 81 ±0.07 O.M±0.06 
0.99±0.10 j O.BO±0.16 0.72±0.03 
1.02±0.06 1 0.94±0.0fi 0.78±0.03 
0.97±0.04 O.B3±0.06 

I 



[0 0 3 6] * * [*8] 







-4or 4or 6or 


£Jfc«6 


1.14 ±0.14 0.96±0.01 ; 0.46±0.09 
O.95±0.05 0.84±0.09 0.57±0.01 
1.11±0.14 1.09± 0.03 0.52±0.02 



7U> N^-v(7)iKS 



(51)lnt.C1.6 ISffitJI2^ frftSfflS^ FI &ffi£5*fiffffi 

A 6 1 K 47/16 A 6 1 K 37/24 A E D 



